Remarks 

Claims 13, 16, 17, 20, 21 and 23 are pending. Claims 13, 17 and 21 are currently 
amended Claims 25-30 are new v > < th ts and ne claims can >e found at. 

f t e tragi phs [0002], [0004 [ < | 56 and [0072] as we! a, dm dam-, 

and sequence listing of the originally filed application. Certain of the amendments are also 
merely made for the sake of clarity. The- Applicants respectfully request entry of the 
c c elieved to p >ette condition for 

allowance or, alternatively, appeal. Claims 13, 16, 17, 20, 21 and 23 are rejected. Claims 16, 20 
and 23 are cancelled and the rejections with regard so these claims are now moot. 

Objections have been made to Claims 13, 17 and 21 for reeling "[a] method of 
decreasing imratumora! vessels'" without indicating which parameter concerning the vessels is 
decreased. The objection indicates that amending Claims 13, 17 and 21 to recite "decreasing the 
number of intralumoral vessels" or "inhibiting formation of intratumoral vessels" will he 
sufficient to cause the withdrawal of these objections. 

Amended Claims 13, 17 and 21 now contain recitations consistent with the Examiner's 
very helpful suggestion. Amended Claim 13 now recites that, by the steps of the method, "the 
mrniher, or formation, of intraturnoral vessels is decreased." Thus, the Applicants respectfully 
request withdrawal of the related objections to amended Claims 1.3, 17 and 21. 

Objections have also been made to Claims 13, 17 and 21 for reciting specific desired 
outcomes only in the preamble without reciting that the steps of the claimed methods produce 
these outcomes. 

Amended Claims 13, 17 and 21 now recite that the steps of the claimed methods produce 
the specific desired outcomes recited in the claim preambles. Amended Claim 13 now recites 
thai., by the steps of the method, ''the number, or formation, of intratumoral vessels is decreased" 
consistent with the preamble of this claim. Amended Claim 17 now recites that, by the steps of 
the method, "the number, or formation, of intratumoral vessels is decreased and melanoma in the 
mammal is treated" consistent with the preamble of this claim. Amended Claim 21 now recites 
that, by the steps of the method, "the number, or formation, of intratumoral vessels is decreased 
and the pulmonary metastases in the mammal are treated" consistent with the preamble of this 
claim. These amendments are consistent with the Examiner's helpful guidance. Thus, the 
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Applicants respectfully request withdrawal of the related objections to amended Claims 13, 1? 
and 21. 

Objections have also been made to Claims 17 and 21. as being substantial duplicates of 
Claim 13. The Official Action cites MPEP §706.03(k) in support of the objection. 

The Applicants respectfully request withdrawal of these objections to amended Claims 
13, 1.7, and 21. First, it is well settled that applicants have a right to claim an invention in a 
reasonable number of ways. Second, any differen ce in scope between claims is enough to render 
claims distinct and non-duplicative. Both of these principles arc articulated in the case law and 
MPEP §706.03(1'). The Applicants respectfully note that amended Claim 13 is directed to a 
"method of decreasing the number, or formation of intratumoral vessels in a mamma] m need 
thereof while amended Claim 17 is directed to a "method of treating melanom a in a mammal in 
need thereof by decreasing the number, or formation, of intraiuniorai vessels" and amended 
f "t 1 u Ul ! t ! i , ^ iAi C - w ,s >' « i wli L v< i 

by decreasing (he number, or formation, of intratumoral vessels[.]" Thus, it is clear that these 
additional recitations render amended Claims 17 and 21 distinct from, and noivduplieative of, 
amended Claim 13. Third, the objection is procedurally premature as MPEP §706.03{k) teaches 
"it is proper after allowing one claim to object to the other [allegedly duplicative] claim under 3.5 
CFR 1.75 as being a substantial duplicate of the allowed claim. No claims have been allowed 
here, so the objection is clearly premature and should be withdrawn. Altogether, the foregoing 
makes it clear amended Claims 1.3, 17 and 21. are distinct, and non-duplicative and that the 
objection should be withdrawn as premature. Thus, the Applicants respectfully request 
withdrawal of the related objections to Claims 13, 17 and 21. 

Claims 13, 17 and 21 have been rejected under 35 USC §1 12, first paragraph, as being 
a m ^Kd T K l v.* «. » s* v 1 r method of direct administration by electrotransfer to a 
melanoma or a pulmonary metastasis of a nucleic acid consisting of SEQ ID NO: 1 operable 
linked to an expression control sequence, wherein expression of SEQ ID NO: 1 results in the 
decrease in the number of intratumoral vessels and in inhibition of growth of the melanoma or 
inhibition of the pi ilmomvps tfseus:.):es he; - s.s sddt Jij'Ts enabled. 

Amended Claims 13, 17 and 21 are enabled under 35 USC §112, first paragraph. 
Amended Ciai is 3 7 and 2 ovs re< e adn nisterins b\ j latio n an d 



5 



eiecsrotranster to an intramuscular site, or an .ifitratunujraljile, in the i a t i > a therapeutically 
effec i\e a uon : an urtc^d 1 i i n t st ng of the 

sequence shown in SEQ ID NO: 2 where i t c siniegrin do mil consisi i.g of the sequence 
shown in SEQ I'D NO: 2 is encoded by a polynucleotide sequence operably linked to a promoter 
or expression control sequence^ emphasis added).]" Additionally, Amended Claims 13, 17 and 
21 are directed to a "method of decreasing the number, or formation, of mtratumoral vessels [J" a 
"method of treating melanoma in a mammal in need thereof by decreasing the number, or 
formation, of mtratumoral vessels*' and "treating pulmonary metastases in a mammal in need 
thereof by decreasing the number, or formation, of mtratumoral vessels" respectively. The 
Applicants respect folly submit the amendments to Claims 13. 17 and 21 are consistent with the 
Examiner's helpful guidance concerning die enablement of the claims and "direct inoculation[.]" 
In pain, uh - \pp ca its 1 * ie the amended claims now specify the relationship between the 
site of administration and the treatment. Stated differently, the scope of the amended claims is 
consistent with the scope of enablement provided by the application, and identified by the 
Examiner, as well as the knowledge in the art. such thai undue experimentation is not required to 
practice the claimed methods. 

Howexcr. me Applicants also wsh to make a number ol . 
rejection of Claims 13, 17 and 21 as being non-enabled under 35 USC §112, first paragraph, 

In particular, the rejection states that "the specification teaches that the disintegrin domain 
of melargidh "lit i o r- o ; iw<H- ^ n nni o j t\ t 

thus lead to a decrease in pulmonary metastases and melanoma growth" and. that "for the 

dunmuoun to occur, the sj. ^ ] n - » . ~J - . (erplus-s 

added}.]" As a consequence, the rejection states it is "not clear what relationship the in.tratum.ora1 
site or intramuscular site have to the pulmonary metastases or melanoma targeted." 

the Vppl e; ts espectfuHx u bm.it hat sorm claniu < egarding 5 1 specification and 
p h dwd 1 1 the AffidM its oi Mrs. Trochom Joseph may be helpful. 

First of all the results disclosed in the Examples of the application relate to the inhibition 
of tumor growth by AM.EF. To that end. a plasmid encoding AMEP was electrotransfered into 
the tibial cranial muscle of mice. See paragraphs [0087] and [0072] of the originally filed 
application. The tibial cranial muscle is a muscle located on the tibia bone of mice (and other 
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animals). Mice were ihm injected subcuiancou>l\ in ! - bg k with MDA-MB-23 i ceils, and the 
tumors were .let to grow until reaching & volume of 18 .mm 3 . Then doxycyciine was added to the 
mice's drinking water to induce expression of AMEP (i.e., the polypeptide of sequence SEQ ID 
! 7 f k i _ t u r £ 4 t u | j m i a mpHatioi The 

results show that expression of AMEP led to markedly smaller tumor volumes as compared with 
control, and to significant inhibition of the number of vessels in the tumors. See paragraph 
[0088], Fig. 8 and Table 3 of the originally hied application. 

Importantly, these results demonstrate that administration of apSasmid encoding AMEP m 
the tibia musc le of mice and expression of AMEP in said muscle inhibits growth and 
vascular! saUion of tumors implanted in the bac k of the mice. Thus, these results demonstrate the 
efficacy of the claimed methods even when the nucleic acid is delivered directly to a site different 
from the target she (e.g., muscle instead of tumor site), 

Second, the results disclosed in the Examples of the application also relate to the 
inhibition of the formation of pulmonary metastases by AMEP. To that end, C57B1/6 mice were 
used Vsien had ocen oro < > ^ f w v _ \ u,' passm enecmng 

AMEP. See paragraph [0072] of the originally filed application. The mice were then Mther 
injected wit > 6F10 mo us* melanoma cells in the n o-orfai us stab i u j spj m 
■metastases . Three days after this injection of 816FK) cells, AMEP expression in the tibial cranial, 
muscle of die mice was induced by adding doxycyciine to the drinking water of the mice. See 
paragraph [00761 of the originally filed application. 

Importantly, these results show that production of AMEP in the muscle of the mice 
inhibited the number of pu v ?a gi i n i md Fig. 10 of the 

originally filed application. Thus, these results again demonstrate the efficacy of the claimed 
methods he 1 m e rue e id is delivered t e f he target site (e.g., muscle 

im eadofsiteo p Imo ; y metastases). 

This is similarly demonstrated by the data provided in the Declaration of Veronique 
TrochomJoseph dated May 8, 2007, relating to the inhibition of the growth of BitSFlO and C9 

tumors anted in i lice which were injected cti 

into the melanoma) with plasmids encoding AMBP followed by electrotransfer. The results 
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p~o\tecJ o\e<i ld\ urnuvrorj: eciou 1 \ or oi v r -m eetodm,. Vi_P achieved 
inhibition of melanoma growth. 

Furthermore, the data provided in the Declaration of Veronique Trochon-Joseph dated 
1 5, 2009 also Mat Taj elcctrotransfer < jlasrnid encod X E 

inhibited growth of S16FI0 or C9 melanoma in mice. In particular, this inhibition of the growth 
of B.16F10 and C9 melanoma was correlated with a reduction in the number of tumor blood 
vessels. 

Altogether, the results provided in the application and in the Declarations executed by 
\u c i 1 uhnaoi vuul lonnu > f v i n ^ 

demonstrate a reduction of the number, or formation, of tumor vessels can be achieved by both 
intramuscular, or intratumorah electrotransfer of a plasmid encoding AMEP. Second, the 
Declarations demonstrate an inhibition of melanoma growth can be achieved by both 
intramuscular, or mtratumoral electootransfer, of a plasmid encoding AMEP, Third, the 
Declarations demonstrate an inhibition of pulmonary metastases can be achieved by 
intramuscular electrotransfer of a plasmid encoding AMEP. 

Thus, the Applicants respectfully submit the application and Declarations demonstrate the 
claimed: methods work without administering the plasmid encoding AMEP to the specific target 
site (i.e., the melanoma or pulmonary metastases). Stated differently, the claimed methods work 
even if these piasmids are administered to distal sites. 

In fact, expression of AMEP in the tibial cranial muscle, which is remote from the target 
sites, such as the back and lungs, has been shown by the Applicants to efficiently reduce the 
number or formation of tumor vessels, as well as inhibit V growth of mclamma tumors and 
development of pulmonary metastases. This is the case for the claimed methods regardless of 
whether others practicing different technologies may have encountered difficulties. 

Therefore, contrary to the assertions in the rejection, there is no lack of clarity in the 
relationship between the mtraaunorah or intramuscular site, of administration and the targeted 
pnlmoum} u si;*! neianoma. 

The rejection also alleged, a high degree of unpredictability in the delivery of 
polynucleotides. However, the data provided in the application and the Declarations of 
Veronique Trochon-Joseph demonstrate that direct inoculation and electrotransfer was 
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successfully used to deliver several types of pl.asra.ids encoding AMEP, bora intramuscularly and 
intrat amorally, 

in lis > & d v. the Applicants ah dirct <, \ f w >- J. e m t fie c t < 11 J 
results obtah 1 < t " 1 RT \cu<i <- » t 1 > | ^ ' e ^igm^iij 

filed application and the Declarations dated May 8, 2007 and January 5, 2009. These data show 
the expression of AMEP either in muscle, or in tumors. - a d he thibi no! h« number, or 
formation, of vessels in tumors as well as decreases in melanoma growth and the number, of 
pulmonary metastases. 

Accordingly, the Applicants respectfully submit the intramuscular, or mteaiimioral 
eicetrotransfcr, recited in amended Claims 13, 17 and 2 , o^ \ v \„ ^ oo m.i e< \sful delivery 
of polynucleotides as e videnced by the data aire id% pret>ei m tU 
which has been entered in the application file by way of the Declarations. 

The rejections also contend that animal models have not correlated well with in vivo 
clinical trial results in patients. However, the rejection also correctly notes that "human trials are 
not required[,J but means of enabled treatment are required." Thus, in view of the extensive data 
and other evidence of enablement provided by the Applicants, it seems the rejections are at: odds: 
with this acknowledgement of the well settled principle that human clinical trials are not required 
to demonstrate enablement. 

The Applicants respectfully submit the means of treatment recited in amended Claims 1% 
17 and 21 (i.e.., mlratumorai, or intramuscular, clectrotransfer of a piasmid encoding .AMEP) have 
been thoroughly demonstrated to successfully achieve the goal of the claimed methods. In 
particular, the Applicants have demonstrated inhibition of the number, or formation, of 
intra >ra cssels, the trea t icia 1 md the real 1 \ * nonai ne tas 

.Furthermore, the Applicants also wish to note that certain of these results were obtained 
with melanomas established using cell lines of human origin such as MDA-MB-23 1 and C9 cells. 
ie Applicants espcel i ee s he withdraw 1. o bee ablenie.n.f rejections 

Claims 13, 17 and 21 have been rejected as obvious under 35 U5C §1 03(a) over the 
combination ofSettan, US '408 and US '368. 

Amended Claims 13, 17 and 21 are not obvious over the combination, of Bettan, US '408 
and US '368. Reasons are set forth below. 
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The rejection states that "it is obvious to combine known technologies with known 
p odacts or predictable esi sand Jettan et i eacl I t it is knov to adm ei rea set 
modalities on expression vectors encoding the product by eiectrotransfer and Merkulov [(US 
"368)1 and Fanslow et al [(US s 4Q8)j teach that disintegrin domains provide successful 
therapeutic modalities.'" 

First of all, the alleged predictability of the result asserted in the obviousness rejections 
conflicts with the analysis under 35 USC §112, first paragraph, supporting the enablement 

rejections. The Applicants respectfully submit the Office cannot have it both ways either 

neither rejection is proper due to this conflicting reasoning or at least one of the obviousness or 
enablement rejections should be withdrawn. Moreover, the Applicants respectfully submit that 
the obviousness rejection must consider all the teachings of the prior art and should be withdrawn 
on this basis as it ignores the teachings of unpredictability in the references relied on to support 
the enablement rejection. 

Bettan appears to teach the tntratumoral eiectrotransfer of plasmids encoding the 
luciferase or P-galaetosida.se reporter genes, in the obviousness rejection, it is asserted that 
''Bettan et. a! speak to the success of the intramuscular administration in animals." 

However, the Applicants note that each of independent Claims 13. 17 and 2 .1 recite both 
•"tntratumoral" and "intramuscular" eiectrotransfer of a plasmid encoding AMEP (polypeptide of 
sequence SEQ ID NO: 2). This means the rejections fail to teach all the elements of the amended 
claims. Stated differently, the rejection fails on tins basis to establish prima facie obviousness. 

Moreover, in connection with the 35 USC §112, first paragraph, enablement rejections, 
the Official Action took an entirely contrary position aid contended that "the method of delivery 
of polynucleotides is highly unpredictable to date" and cited several documents to support this 

vmn <. v ih w.un -c i v t A m e i <• > pno 

including those that teach away from the methods of amended Claims 13. 17 and 2L be 
considered. 

The Applicants also had to demonstrate, based on the experimental data provided in the 
application and submitted in the form of Declarations executed by Ms Veromque Troehon - 
Joseph, that several plasmids encoding the polynucleotide having the sequence shown in SEQ ID 
NO; 2 were successfully delivered intramuscularly and intratumoraily to achieve expression of 
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AMEP and produce a therapeutical benefit. Thus, fee Applicants respectfully submit the 
meoherency between the enablement and obviousness rejections should be resolved by 
withdrawing both rejections. 

The Applicants also respectfully submit that Bettan merely teaches that "electrotransfer 
not only leads to an increased numhei of tra isfected < his, bi ' also to an increase ni the number of 
plasmids entering each transfected cells [sic]." See Bettan at pages 87-88. The authors conclude 
that "electrotransfer technology could be applied with therapeutic genes to treat accessible 
tumors[(emphasis added). f' See Bettan at page 89. However, as acknowledged by the rejection 
"Bettan et al do not speak to the nature of the gene to be introduced.'* 

The Applicants respectfully submit that two important points, contrary to the analysis in. 
the obviousness rejections, should be made. One point is that the teachings of US "408 and US 
'368 would not have motivated one of ordinary skill in the art to select a gene encoding the 
polypeptide consisting of the sequence shown in SEQ ID NO: 2 for electrotransfer. A : second 
point is that one of ordinary skill, in the art would have had no reasonable expectation of 
Successfully "decreasing the number, or formation, of ' intratumoral blood vessels" or treating 
melanoma Or pulmonary metastases on expressing the polypeptide of sequence SBQ ID NO: 2 in 
muscle, or tumors, on the basis of the disclosure hi US '408 and US *368. 

Indeed, US '408 teaches only generally that ADAM disintegrin domains are useful for 
inhibiting the biological activity of integrins and for inhibiting endothelial cell migration and. 
aagiogenesis. See US '408 at column 3, lines 14-18. US '408 merely lists a group often ADAM 
disiftiegrin domains sequences as possible embodiments of the invention they describe. This list 
apt ears to i elude set c - , ( ■? DAM-15 disint i U 

disintegrin domain of metargidm) which are cither larger, or smaller, than the specific, small 91 
amino acid residue "disintegrin domain consisting of the sequence shown in SEQ ID NO: 2" 
recited in amended Claims 13, 17 and 21. This means that US "405 does not appear to disclose 
t peeii i nin d rt lisin sin isisi oi 1 c <=bovst in 

SEQ ID NO: 2" let alone the uses of the composition recited in amended Claims 1 3, 1 7 and 21. 

Moreover, US '408 merely appears to characterize a much larger (>240 amino acid 

residues) ADAM- ; 5 disintegrin domain fused to the constant fragm ent. (F c) of an 

>' l no, ! ■> '\t JiPii F i n )u u m ns ° and u^j V, IS - « t Table 
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3 as well as column 17, lines 9-10 and 31-12. This means the polypeptide assayed in US '408 is 
notapoiypep dew! ch is dis itegs dorm ence show SEQ ID NO 

2. US '368 is similarly deficient in this regard- as it also does not teach the specific, small 91 
amino aci «. se c v \0 2 et 

alone the uses of the composition recital in amended Claims 13, 17 and 21. Bettan also fails to 
correct these deficiencies of US '408 and US '368. Thus, the art cited in the obviousness 
rejection fails to teach all the elements of amended Claims 13, 17 and 21 - This also means the 
rejection fails to establish prima facie obviousness on this basis. 

Moreover, prior to the Applicants' work, there was a prevailing prejudice in the art that 
the disintegrin domain of adamalysin alone would not he stable on expression. Importantly, the 
Applicants have defied the teachings in the art and unexpectedly found that the specific, small 91 
amino acid residue "disintegrin domain consisting of the sequence shown hi SEQ ID NO: 2" 
could be used successfully in the methods of amended Claims 13, 17 and 21. The Applicants 
submit this is compelling evidence of non-obviousness. 

In support to this assertion, the Applicants point to Nath. See Nath el al> 112 ICcH-ScL 
579 (1.999) (previously submitted). Nath teaches "the disintegrin domain alone may not.be stable 
on its own, due to the presence of an odd number of cysteine residues, which may be- part of an 
intei don ai >ond or may be involved in receptor oligomerisation (Jia et. ah, 1997)7' 

Bee Nam at page 58 .1 . Thus, Nath clearly teaches away from the use of the disintegrin domain 
.«hm < s t • > L k o-pu nee shown in SEQ ID NO: 2[.j" 

Additionally, in US '408, all assayed ADAM disintegrin domains were provided as fusion 
polypeptides with the Fc part of an immunoglobulin. See US '408 at column 15 and Table 2. 
US '408 also states that ''certain polypeptides derived from antibodies are among the peptides that 
-an promos , J i e v ,< o A ) Wl msnneg t do; : i > - en n t e*ek\f See 

US '408 at column 9, lines 28-31. The Fc domain of an h - > z sue xfiypepnee 

that can promote mulumenzation. Thus, US '408 is actually describing a polypeptide dhner 
formed by dimerization of two protein summits comprising an ADAM disintegrin domain fused 
to an Fc polypeptide domain capable of forming dimers or other mul timers. See US '408 at 
column 9, lines 44-47. 
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This means US '408 did not assay the activity of an ADAM disintegrin domam alone, but 
instead assayed the activity ot \DAM dis lk rin Itii ers m > d e disintegnn iornain is 
fused to the Fc fragment of an immunoglobulin. Altogether, it is apparent the teachings of US 
'408 would not have i v ee n fordi tea to lake the '.suggested 

by the rejection. Instead, US '408 teaches against expressing the disintegrin domain by itself, 

\>-S < ' J. . ( O » f Vt ^ if 

Furthermore, in US '408 the biological activity of the ADAM- 15 Fc fusion protein 
molecules comprising the disintegrin domain fused to the Fc polypeptide domain (ADAM- 15 dis- 
Fc) was evaluated in vitro in a PMA (phoJfcol-12-myristate- 1 3-acetate) induced wound closure 
assay. See US '408 at column 18, lines 60-61 and Table 4. *. ' v ^ vM5 dis-Fc 

fusion protein is 'less effective at inhibiting endothelial ceil migration" relative to ADAM- 20 
dis-Fc and ADAM -2 3 dis-Fc fusion proteins. See US '408 at column 19, lines 51-55. 

As a consequence, even on hypothetic-ally assuming one of ordinary skill in the art would 
have been motivated by these teachings in US '408 to select a disintegrin domain of an 
adamafysm. it is apparent he wotUd.foave.tt&aadfe> aa.ADM-20 dis-Fc o: \ : d.^F e fusion 
nob; p Cppde, rather than to at; AD A M-1 5 d is-Fc 

US '408 also contains only prophetic examples relating to the in vivo activity of ADAM 
disintegrin domains. Indeed, Examples 5 and 6 of US '408 merely describe theoretical protocols 
to assay the inhibition of neovascularization -in a mouse model of cardiac transplant or to assay 
the treatment of tumors in an animal model. No data are provided in US '408 that could, 
substantiate that at least one ADAM disintegrin domain within the ADAM family could provide a 
therapeutic benefit in vivo or the results of the claimed methods. Accordingly, the assertion in the 
Lie. o - n\i* me v - \. ... - an ADAM would provide "predictable results'* in terms of 
therapeutic benefit is not substantiated. US '408 also fails to teach ail the elements of amended 
Claims 13, 17 and 21 because, as discussed above, it does not appear to teach hie specific, small 
>1 i" 1 no <uu «. i 1 <V vo-e <<< - < f , , «. j t u*. ^ \ ^ Q V ) 2 

recited in the claims or that this composition can he used to achieve the results reeded in the 
choms In fact, US - - s cgarding the treatmei oi nelanoma" and 

"pulmonary metastasesl. T 
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\dd tio tall> I S '368 on!} describes a protein laving protease a. \\ it) ^ bcb c <- up? -< - a 
large (>240 amino acid residues} amino acid sequence of the disintegrm domain of the sequence 
shown in SEQ ID NO: 2. US '368 does not suggest expressing a polypeptide consisting of fee 
sequence shown in SEQ ID NO: 2 to decrease the > umber, or formation, of intraturnorai vessels 
or to m melanoma o j >u i a j m tastases US 368 als< fails to each all he € ems its oi 
amended Claims 13, 17 and 21 because, as discussed above, it does not appear to teach the 

spot small 91 amino cid residue disintegrm domai insisting of he se< \ cc shown in 
SEQ ID NO: 2" recited in the claims or that this composition can be used to achieve the results 
at u 'to chums a idci ! ^ ><a jpr w-tb silent regarding "dee tvasi a e numhei b 
intratttmoral vessels" as well as the treatment of "melanoma" and "pulmonary metastases" as 
recited in the amended claims. 

\cu up \ h 1 >t-c Mi \ i l ->( e . _ \ * } t e tdii< 

the obviousness rejections made over die combination of Bettan, US '408 and US '368, Otis, point: is 
that the cited combination of references tads 10 teach all the elements of amended Claims 13, .17 
and 2b A second point is that die cited combination of references would not have motivated one of 
ordinary skill in the art to select a gene encoding a disintegrm domain consisting of the sequence 
shown in SEQ ID NO: 2 for an administration by electrotransfen This is because the teachings of 
the.se documents would not have motivated such a person to ignore the prevailing teachings in the ait 
against cxym- w 1 . u 'egnn domain alone due to the reported instability of tins protein domain when 
expressed by itself A third point is that, at best, the cited combination of references would have 

i >ru fed one c ? skill in the art to c s DAM -20 c i < s fuse 

die Fc domain of an immunoglobulin. .As discussed above, the cited combination of references would 
not have motivated one of ordinary skill in the art to use an ADAM - t d to the i-c 

domain of an immunoglobulin. A fourth point is that the cited combination of references would have not. 
have > \ t > >rd s s the art U I omb tsuggeste here] >nor< 
den ea^ w^ "> \ doiiuuv <• d < > >t it <M i < . Jn-t 
provides no clue that in vivo expression of file disintegrin domain of an ADAM, or the dismtegrin 
domain of metargidin (ADAM-15) consisting of die sequence shown In SEQ ID NO: 2, m particular, 
could be successfully used in the methods of die claims. Stated differently, the rejection fads on 
these bases to establish prima facie obviousness. 
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rhe Applicants j sp s of the obviousness ejections 



In light of the foregoing, the Applicants respectfully submit that the entire application is 
owii 1 owance, which is resj is .quested. 

Respectfully submitted. 



T, Daniel Chxistc.nbu.rv 
Reg. No. 31,750 
Attorney for Applicants 
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